This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 



IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



http://www1 JpdLjpo.go.jp/PA1/result/detail/main/wAAAa04651 DA405194225P1 .htm 



PATENT ABSTRACTS OF JAPAN 



( 1 1 publication number : 05-1 94225 

(43)Date of publication of application : 03.08.1993 



(51)Int.GI. A61K 31/44 

A61K 9/20 
A61K 47/18 
//(A61K 31/44 

A61K 31:195 ) 



Searching PAJ 



(2 1) Application number : 04-322466 (7 1 )AppIicant : YOSHITOMI PHARMACEUT IND LTD 

(22) Date of filing : 05.11.1992 (72)Inventor : OISHI NAOHIRO 

SHIBATA TOSHIYUKI 
IKEDA KUNIKI 



(30)Priority 

Priority number : 40332123 Priority date : 07.11.1991 Priority country : JP 



(54) STABILIZED ANTIULCER AGENT-CONTAINING PREPARATION 

(57)Abstract: 

PURPOSE: To obtain a stabilized antiulcer agent-containing preparation by using both an amino acid and a buffering agent 
as stabilizers for a specific benzimidazole compound having an antiulcer activity but unstable against acids. 
CONSTITUTION: A benzimidazole compound having an antiulcer activity but unstable against acids [especially preferably 
2-[(2-pyridyl) methylsulfinyl] benzimidazole compound] is compounded with the acid or alkali salt of an amino acid such as 
glycine or L-alanine and a buffering agent (preferably disodium hydrogenphosphate) as stabilizers to obtain a stabilized 
antiulcer agent-containing preparation. The amino acid and the buffering agent as the stabilizers are preferably compounded 
in amounts of 0.01-10 pts.wt. and 0.01-20 pts.wt., respectively, per pt.wt. of the benzimidazole compound. 
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* NOTICES * 

Japan Patent Office is not responsible for any 
damages caused by the use of this translation. 

1 . This document has been translated by computer.So the translation may not reflect the original precisely. 

2. **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] The stable antiulcer drug content tablet to which an unstable bends imidazole system compound is made to come to 
blend the acid chloride of amino acid and amino acid or the alkali salt of amino acid, and a buffer with the acid which has an 
anti-ulcer operation as a stabilizing agent. 

[Claim 2] The tablet according to claim 1 whose bends imidazole system compound is 2-[(2-pyridyl )methyl sulfmyl] bends 
imidazole system compound. 

[Claim 3] The tablet according to claim 1 whose bends imidazole system compound is omepurazor, RANSOPURAZORU, or 
2-[[4-(3-methoxy propoxy)-3-methyl-2-pyridyl] methyl sulfinyl]-lH-bends imidazole sodium salt. 

[Claim 4] The acid chloride of amino acid and amino acid or the alkali salt of amino acid A glycine, A glycine hydrochloride, 
L-alanine, DL-alanine, L-threonine, DL-threonine, L-isoleucine, L-valine, L-phenylalanine, L-glutamic acid, L-glutamate acid 
chloride, L-sodium glutamate, It is an L-aspartic-acid, L-sodium aspartate, L-lysine, or L-lysine-L-glutamate. A buffer The 
alkali-metal salt of a phosphoric acid, tartaric-acid sodium, sodium acetate, A sodium carbonate, a sodium 
hydrogencarbonate, sodium polyphosphate, a sodium pyrophosphate, The tablet according to claim 1 which is a 
metaphosphoric-acid potassium, a magnesium oxide, a magnesium hydroxide, a magnesium carbonate, a magnesium silicate, 
a calcium carbonate, an aluminum hydroxide and a sodium-hydrogencarbonate coprecipitate, or aluminum glycinate. 
[Claim 5] The tablet according to claim 1 which is a tablet, a granule, or a capsule. 

[Claim 6] The tablet according to claim 1 whose buffer the acid chloride of amino acid and amino acid or the alkali salt of 
amino acid is a glycine, a glycine hydrochloride, L-alanine, DL-alanine, or L-sodium glutamate, and is disodium 
hydrogenphosphate. 

[Claim 7] The tablet according to claim 1 which covers a 1 - two-layer undershirt coating layer to **** with which it makes it 
come to blend the acid chloride of a bends imidazole system compound, the amino acid which is a stabilizing agent, and' 
amino acid or the alkali salt of amino acid, and a buffer, and comes to cover an enteric nature coating agent on it further. 
[Claim 8] The claim 1 which contains a buffer if needed in the ** acid matter row which has buffer action in an undershirt 
coating layer, and a tablet according to claim 7. 

[Claim 9] The tablet according to claim 8 whose buffer the ** acid matter which has the buffer action of an undershirt coating 
layer is a magnesium carbonate, a magnesium oxide, a magnesium hydroxide, a magnesium silicate, synthetic hydrotalcite, an 
aluminum hydroxide, aluminum glycinate, or an aluminum hydroxide and a sodium-hydrogencarbonate coprecipitate, and is 
tartaric-acid sodium, sodium acetate, a sodium hydrogencarbonate, a sodium carbonate, sodium polyphosphate, 
phosphoric-acid hydrogen 2 potassium, a sodium pyrophosphate, disodium hydrogenphosphate, phosphoric-acid 3 sodium, or 
phosphoric-acid 3 potassium. 

[Claim 10] The claim 1 whose enteric nature coating agent is cellulose-acetate phthalate, hydroxypropyl methyl-cellulose 
phthalate, hydroxymethyl cellulose-acetate succinate, polyvinyl-acetate phthalate, carboxy methyl ethyl cellulose, or a 
methacrylic acid and an acrylic-acid copolymerization object, and a tablet according to claim 7. 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Industrial Application] this invention relates to the stable antiulcer drug content tablet. 

[Description of the Prior Art] The bends imidazole system compound which has H+-K+ATPase inhibitory action is useful as 
an antiulcer drug which suppresses gastric-acid secretion powerfully. Since it is powerful and continuous, the operation is the 
histamines H2, such as SHIMECHIJIN. It is observed as an antiulcer drug of the next generation which changes to an 
acceptor antagonist. Especially the gastric-acid secretion depressant action of the bends imidazole system compound indicated 
by JP,54-141783,A, JP,6 1-50978, A, JP, 1-6270, A, etc. is powerful, and the usefulness on clinical is checked. However, the 
stability of these bends imidazole system compound is bad, unstable to temperature, humidity, and light in a solid state, and in 
the solution of an acid shell neutral region, it decomposes promptly and it is colored remarkably. Moreover, in tablets, such as 
a tablet, a fine-grain agent, a granule, a capsule, and powder, it is influenced by the other components under tablet 
prescription, and becomes unstable, and a dailyc content fall and coloring change arise. Furthermore, in coating a tablet and a 
granule among these tablets, combination nature with enteric nature bases (cellulose-acetate phthalate, hydroxypropyl 
methyl-cellulose phthalate, hydroxymethyl cellulose-acetate succinate, polyvinyl-acetate phthalate, a methacrylic acid, an 
acrylic-acid copolymerization object, etc.) is also bad, and it produces a content fall and coloring. Thus, although the enteric 
nature basis needed combination of other components, and to be coated in order to have manufactured the tablet for taking 
orally of a bends imidazole system compound, for the ****** reason, tablet-izing was difficult for stability in the bad 
influence as mentioned above. Therefore, it is necessary to stabilize these appropriately in tablet-izing these compounds in an 
internal use form. In order to obtain the stable tablet of a bends imidazole system compound which has an anti-ulcer operation 
until now, Although many researches are made about a stabilizing agent and the stabilization methods, such as the method 
(JP,2-22225,A) of blending the method (JP,62-277322,A), magnesium oxide, and mannitol which blend the basic mineral salt 
of the method (JP,62-258320,A) of blending an alkaline reaction compound, magnesium, or calcium, development of a still 
more useful stabilization tablet is desired. 
[0002] 

[Means for Solving the Problem] When this invention persons examined various stabilizing agents wholeheartedly in view of 
such a situation for the purpose of stabilization of a bends imidazole system compound content constituent, by using amino 
acid and a buffer together, they find out that the above-mentioned technical problem is solvable, and came to complete this 
invention. That is, this invention relates to the stable antiulcer drug content tablet to which make an unstable bends imidazole 
system compound come to blend the acid chloride of amino acid and amino acid or the alkali salt of amino acid, and a buffer 
with the acid which has an anti-ulcer operation as a stabilizing agent. In this invention, as an unstable bends imidazole system 
compound in the acid which has an anti-ulcer operation 2-[(2-pyridyl )methyl sulfmyl] bends imidazole system compound, the 
compound specifically indicated by each aforementioned open official report etc. ~ it is - for example, omepurazor 
(5-methoxy-2-[[(4-methoxy -3, 5-dimethyl-2-pyridyl )methyl] sulfmyl]- 1 H-bends imidazole) RANSOPURAZORU () 
2-[[[3-methyl-4- 2 and 2 -- 2-trifluoroethoxy -2 - A pyridyl] methyl] sulfmyl]- 1 H-bends imidazole or 2-[[4-(3-methoxy 
propoxy)-3-methyl-2-pyridyl] methyl sulfinyl]-l H-bends imidazole sodium salt is mentioned. 

[0003] In this invention with the acid chloride of amino acid and amino acid, or the alkali salt of amino acid A glycine, A 
glycine hydrochloride, L-alanine, DL-alanine, L-threonine, DL-threonine, L-isoleucine, L-valine, L-phenylalanine, L-glutamic 
acid, L-glutamate acid chloride, L-sodium glutamate, Although an L-aspartic-acid, L-sodium aspartate, L-lysine, or 
L-lysine-L-glutamate etc. is mentioned and these may be used together, a glycine, a glycine hydrochloride, L-alanine, 
DL-alanine, or L-sodium glutamate is desirable. A buffer means the additive which adjusts pH to the weak alkalinity of 8-9. 
for example, the alkali-metal salt (disodium hydrogenphosphate and phosphoric-acid hydrogen - 2 potassium) of a 
phosphoric acid Phosphoric-acid 3 sodium, phosphoric-acid 3 potassium, a sodium dihydrogenphosphate, Tartaric-acid 
sodium, such as a potassium dihydrogenphosphate, sodium acetate, A sodium carbonate, a sodium hydrogencarbonate, 
sodium polyphosphate, a sodium pyrophosphate, A metaphosphoric-acid potassium, a magnesium oxide, a magnesium 
hydroxide, a magnesium carbonate, a magnesium silicate, a calcium carbonate, and an aluminum hydroxide and a 
sodium-hydrogencarbonate coprecipitate (tradename: - Qum Wright --) the consonance chemical industry or aluminum 
glycinate (tradename : GURISHINARU, the consonance chemical industry)"^ mentioned, and independent in these -- or 
disodium hydrogenphosphate is desirable although it can use together and use Moreover, to the bends imidazole system 
compound 1 weight section, although each loadings are a range with amino acid 0.01 - 10 weight sections, and desirable 
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buffer 0.01-10 weight sections, they are not limited to this. You may add the stabilizing agent of this invention with 
lubricants, such as surfactants, such as disintegrator, such as binders, such as excipients, such as the additive currently used 
widely on medicine manufacture, for example, a mannite, corn starch, and a crystalline cellulose, and hydroxypropylcellulose, 
hydroxypropylcellulose, carboxy-methyl-starch sodium (tradename : an EKUSU pro tab, Kimura industry), and 
carboxymethyl-cellulose calcium, a sodium lauryl sulfate, and TSUIN 80 (tradename), a magnesium stearate, and talc, etc. 
[0004] Although the constituent by this invention is obtained the acid chloride of a bends imidazole system compound, the 
amino acid which is a stabilizing agent, and amino acid or the alkali salt of amino acid and a buffer, and by mixing with the 
above-mentioned additive and water uniformly with a kneading machine as occasion demands further Beforehand the mixing 
method, for example to a bends imidazole system compound Amino acid, May mix with an additive what mixed with the acid 
chloride of amino acid or the alkali salt of amino acid, and the buffer, and What is necessary is just the way may add a 
stabilizing agent to what mixed with the additive with the bends imidazole system compound, and a stabilizing agent finally 
contacts a bends imidazole system compound uniformly. Obtained mixture is made into a granule by the wet agglomeration 
method, subsequently it tablets, and the uncoated tablet for tablets is obtained. Or it can corn using an extrusion granulating 
machine and, subsequently can consider as the nucleus granulatio for granules with a quince riser (product made from Fuji 
PAUDARU). 

[0005] Thus, although it can consider as an enteric coated preparation by covering an enteric nature coating agent into the 
uncoated tablet and nucleus granulatio which were obtained, in order to lose the bad influence by the enteric nature coating 
basis, a 1 - two-layer undershirt coating layer is covered on an uncoated tablet and nucleus granulatio. As a basis for 
undershirt coating, a hydroxypropyl methyl cellulose, hydroxypropylcellulose, a polyvinyl pyrrolidone, etc. are mentioned, 
and the ** acid matter which has buffer action in an undershirt coating layer, i.e., a magnesium carbonate, a magnesium oxide, 
a magnesium hydroxide, a magnesium silicate, synthetic hydrotalcite, an aluminum hydroxide, aluminum glycinate, an 
aluminum hydroxide, a sodium-hydrogencarbonate coprecipitate, etc. can also add the aforementioned buffer if needed in a 
row. Moreover, as an enteric nature coating agent, cellulose-acetate phthalate, hydroxypropyl methyl-cellulose phthalate, 
hydroxymethyl cellulose-acetate succinate, polyvinyl-acetate phthalate, carboxy methyl ethyl cellulose, a methacrylic acid, an 
acrylic-acid copolymerization object (tradename : OIDORAGITTO), etc. are used. The tablet of the enteric nature which is 
the dosage forms which were suitable for internal use as mentioned above, and a granule can be obtained, and a capsule can 
be filled up with a granule, and it can consider as a capsule. Thus, even if it saves the obtained tablet for a long period of time, 
it has little change of appearance and shows the outstanding stability the fall of a content is also almost unstable. It can use for 
the medical treatment of the digestive organ ulcer of the mammalian which the tablet of this invention has the outstanding 
gastric-acid secretion depressant action and the outstanding anti-ulcer operation, and contains a man since toxicity is low etc. 
[0006] 

[Example] Although the example of an experiment and an example are given to below and this invention is explained to it in 
more detail, this invention is not limited to these. 

20ml water was made to distribute lOOmg (Na2 HP04 and 12H2 O) of disodium hydrogenphosphate which is example of 
experiment 1 omepurazor lOOmg, lOOmg of various amino acid, and a buffer, it saved at 25 degrees C, and dailyc appearance 
change of white suspension was investigated. Moreover, the dailyc appearance change in 25 degrees C was observed also 
about the contrast solution which does not contain one side of amino acid and a buffer. 
[0007] 
[Table 1] 
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[0008] Consequently, it compared independently [ amino acid or a buffer ], when both were used, coloring of omepurazor was 
suppressed, and it became clear that omepurazor is stabilized by combined use. 

[0009] Omepurazor, a crystalline cellulose, hydroxypropylcellulose, hydroxypropylcellulose, and the mannite were taken to 
the kneading machine among the example 1 following composition, and it mixed for about 20 minutes, and after kneading by 
adding the purified water of the proper quantity which dissolved a glycine and disodium hydrogenphosphate (Na2 HP04 and 
12H2 O) in it, 50 degrees C dried for 30 minutes by the fluidized-drying in a plane. The granulatio of 14-24 meshes was 
obtained after dryness using the screen. 

Omepurazor . 5. Zero Mg A glycine 2.5mg Na2 HP04 and 12H2 O 2.5mg A crystalline cellulose 4.0mg 
Hydroxypropylcellulose 4.0mg Hydroxypropylcellulose 0.5mg mannite 56.5mg ** Total 75.0mg. [0010] According to the 
example 1, granulatio was obtained for the example 2 following constituent. In addition, L-sodium glutamate and the sodium 
pyrophosphate were dissolved and blended with the purified water. 

Omepurazor . 5. Zero Mg L-sodium glutamate 2.5mg Sodium polyphosphate l.Omg A crystalline cellulose 4.0mg 
Hydroxypropylcellulose 4.0mg Hydroxypropylcellulose 0.5mg mannite 58.0mg ** Total 75.0mg. [001 1] According to the 
example 1, granulatio was obtained for the example 3 following constituent. In addition, L-alanine and phosphoric-acid 
hydrogen 2 potassium (K2 HP04) was dissolved and blended with the purified water. 



3 of 4 



3/8/03 9:31 AM 



http://www4.ipdl.jpo.go.jp/cgi-bin/tran_web_cgi_ejje 



Omepurazor . 5. Zero Mg L-alanine 1.5mg K2 HP04 1.5mg A crystalline cellulose 4.0mg Hydroxypropylcellulose 4.0mg 
hydroxypropylcellulose 0.5mg mannite58.5mg ** Total 75.0mg. [0012] The granulatio obtained in the example 4 example 3 
was coated with the following composition, and the granulatio of enteric nature was obtained. Performing undershirt coating 1 
and 2 in the flow spray drier (Okawara) with the charge air temperature of 75 degrees C, and the exhaust-gas temperature of 
55 degrees C, enteric coating coated with the charge air temperature of 65 degrees C, and the exhaust-gas temperature of 50 
degrees C. 

Granulatio of an example 3 . 75. Zero Mg Undershirt Coating 1 Hydroxypropyl Methyl Cellulose 3.5Mg Synthetic 
Hydrotalcite 1.5Mg Talc 0.5Mg Purified Water (64.5Mg) 

Total . 5. Five Mg Undershirt Coating 2 Hydroxypropyl Methyl Cellulose 3.5Mg Titanium Oxide 2.5Mg Talc 0.5Mg Purified 
Water (64.5Mg) 

Total . 6. Five Mg Enteric Nature Coating Hydroxypropyl Methyl-Cellulose Phthalate 10.7Mg Cetanol 0.5Mg Talc 1.8Mg 
Methylene Chloride (33 .OMg) 
Ethanol (86.0mg) 
Purified water (33.0mg) 

Total 13.0mg ** Total lOO.Omg. [0013] After mixing uniformly omepurazor, a mannite, an EKUSU pro tab, a sodium lauryl 
sulfate, and hydroxypropylcellulose among the example 5 following composition and kneading by adding the purified water 
of the proper quantity which dissolved L-isoleucine and the sodium pyrophosphate in it, 50 degrees C dried for 30 minutes by 
the fluidized-drying in a plane. The particle size regulation of the dry end of a granulation was carried out by the screen of 24 
meshes, the magnesium stearate was added, and the 135mg [ per one lock ] tablet (uncoated tablet) was manufactured by the 
rotary system tableting machine after mixture. 

Omepurazor . 20. Zero Mg L-isoleucine 3. OMg Sodium Pyrophosphate 3. OMg Mannite 99.2Mg EKUSU Pro Tab (Common 
Name : Carboxymethyl 8.0Mg Starch Sodium) 

Sodium lauryl sulfate 0.3mg Hydroxypropylcellulose l.Omg Magnesium stearate 0.5mg ** Total 135.0mg. [0014] The tablet 
(uncoated tablet) obtained in the example 6 example 5 was coated with the following composition, and the enteric coated 
tablets was obtained. The undershirt coating 1 and 2 coated with the charge air temperature of 70 degrees C, the exhaust-gas 
temperature of 40 degrees C, and pan rotational frequency 13rpm using the high coating machine (Freund Industrial). Enteric 
coating coated with the charge air temperature of 55 degrees C, and the exhaust-gas temperature of 37 degrees C. 
Tablet of an example 5 135.0mg Undershirt coating 1 Hydroxypropyl methyl cellulose 1.5mg Qum Wright ( [ an aluminum 
hydroxide and ] common name : 0.4mg sodium-hydrogencarbonate coprecipitate) 
Purified water (23 .Omg) 

Total 1.9mg Undershirt coating 2 Hydroxypropyl methyl cellulose 3.1mg Titanium oxide l.Omg Purified water (56.0mg) 
Total . 4. One Mg Enteric Nature Coating Hydroxypropyl Methyl-Cellulose Phthalate 3.1Mg Cetanol 0.2Mg Talc 0.2Mg 
Ethanol (35.0Mg) 
Purified water (lO.Omg) 

Total 3.5mg ** Total 144.5mg. [0015] The nucleus granulatio shown in the example 7 following prescription was 
manufactured according to the example 1. In addition, the glycine and sodium pyrophosphate which were used as a stabilizing 
agent were dissolved and blended with the purified water. Disodium hydrogenphosphate (Na2 HP04 and 12H2 O) was 
blended with Qum Wright during the undershirt coating 1 in order to prevent the combination change between an enteric coat 
and the omepurazor in nucleus granulatio. Film coating was performed using the flow spray drier (Okawara). Performing 
undershirt coating 1 and 2 with the charge air temperature of 75 degrees C, and the exhaust-gas temperature of 55 degrees C, 
enteric coating coated with the charge air temperature of 55 degrees C, and the exhaust-gas temperature of 40 degrees C. 
Nucleus granulatio Omepurazor . 5. Zero Mg A glycine 2.0mg A sodium pyrophosphate 2.0mg A crystalline cellulose 4.0mg 
Hydroxypropylcellulose 4.0mg Hydroxypropylcellulose 0.5mg mannite 52.5mg The total 70.0mg Undershirt coating 1 
Hydroxypropyl methyl cellulose 3.2mg Qum Wright (aluminum-hydroxide - common-name: --) 1.2mg 
Sodium-hydrogencarbonate coprecipitate <BR>Na2 HP04 and 12H2 O O.lmg Talc 0.5mg Purified water (60.0mg) 
Total . 5, Zero Mg Undershirt Coating 2 Hydroxypropyl Methyl Cellulose 3.5Mg Titanium Oxide 1 .OMg Talc 0.5Mg Purified 
Water (65.0Mg) 

Total 5.0mg Enteric nature coating OIDORAGITTO L-30D-55 (solid content) 15.0mg (common name : a methacrylic acid 
and acrylic-acid copolymerization object) 

Polyethylene glycol 6000 1.3mg Tween 80 0.7mg Talc 3. Omg Purified water (50.0mg) 
Total 20.0mg ** Total lOO.Omg. [0016] 

[Effect of the Invention] Although the stabilization effect was not obtained at all when the acid chloride of amino acid and 
amino acid or the alkali salt of amino acid, and a buffer were used independently, respectively and it blended with a bends 
imidazole system compound, by using these together, it was found out that a bends imidazole system compound is stabilized 
remarkably, and the antiulcer drug content tablet stabilized by these combined use was obtained. 
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ABSTRACTED-PUB-NO: JP 05194225A 
BASIC-ABSTRACT: New anti-ulcer agent contg. 
(1) benzuimidazole cd. with 

antiulcer ability, unstable to acid, and (2) amino acid, 
acid salt of amino 

acid, or alkaline salt of amino acid, and a buffer, as 
stabilisers. 

Pref. benzuimidazole cpd is 2-((2-pyridyl) methyl 
sulphinyl)) benzuimidazole 

cpd., omeprazole, lansoprazole, or 2-((4-(3-methoxy 
propoxy)- 

3-methyl-2-pyridyl) methyl 

sulphinyl)- lH-benzuimidazole sodium salt. The 

amino 

acid, acid salt of amino acid, or alkaline salt of amino 
acid is glycine, 

glycine, hydrochloride, L-alanine, DL-alanine, 
L-threonine, DL-threonine, 

L-isoleucine, L- valine, L-phenyl alanine, L-glutamic 
acid, L-glutamic 

hydrochloride, sodium L-glutamate, or L-lysine; and 
the buffer is alkaline 

metal salt of phosphoric acid, sodium tartarate, 
sodium acetate, sodium 

carbonate, sodium bicarbonate, magnesium oxide, 



03/08/2003, EAST Version: 1.03.0007 



magnesium hydroxide, calcium 
carbonate, or aluminium hydroxide. 

USE/ADVANTAGE - Addn. of amino acid, acid salt 

of amino acid, or alkaline salt 

of acino acid, and the buffer can improve stability of 

benzuimidazole cpd.; 

useful for treating for ulcers. 

In an example, omeprazole (5.0mg), glycine (2.5mg), 

Na2HP04.12H20 (2.5mg), 

crystalline cellulose (4.0mg), hydroxy propyl 

cellulose with low substitution 

level (4.0mg), hydroxy propyl cellulose (0.5mg), and 

mannitol (56.5mg) were 

formed into granule with 14-24 mesh 

CHOSEN-DRAWING: Dwg.0/0 
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fc«>k:, 7^*y»wb^«*K^r**tt (^sbs6 

2-2 58 3 2 O-f-^fS) s V^^^^A^^fi^-y 
»?A<0«l£ffiWllttSrffi^-ft*J6 (^HS6 2-27 
7322*4SM) s B5^v^y7AfcJ:i>'vyxh- 
^*E^fS*ffi (»Bl s F2-2222 5-*4»l) 



03/08/2003, EAST Version: 1.03.0007 



(3) 

3 

[0002] 

*5&as**i=s-3fc. "ffcfcfc, jsaafff 

-)V ( 5-^b^>—2- C C (4-^b^-3. 
5-^^-2-f'J^) ;*f-H0 X;K7-f-;lO 
- 1 H-^^X-f S^V-ZlO . yVVTyV-lV 20 
(2- C C (3-*+J\s-4- (2, 2, 2-hU7^ 
^nxh*^) -2-W : J)V] XW) X)\,7 4 - 
;10 -W-<yX4 *fcI42- C C4- 

o-^h^^rostf+j/) -3-^^-2 -try 5^ 

AO *-f/kXvl/7 4 -AO - 1 H-<yX4 S ^V-A- 

[0003] *3MHfctiVvC, 7$/®L 7$/$<0l? 
*£fcJ47S StSMTIWH V&bliSV 'yy, 7V is* 
L-Ty-y. dl— 75— y . L-Xlx^- 
y. DL-^l/t-X L-^ l /n^>y. L-AU 30 
y, L-7i^77-y. L-^Vk?$ygL L-^ 
A'? 5 VBHBKB* L-^A^Sy^-h'^A. L- 

y ^ y t tz it l - y i/y - l - s y gg&ft t' tf* 
yfflKSL L-T7-y, DL-r^-y^/'ciiL-^ 

a y ymnT/unr y < y yig**::-*- h y -7 a s 
'jy«*3C*y^ yyi&J-by^A, yyge 40 
^y-7A, yygokSh^y^A, yy&z*«#y 

•thy 7A. ^StK*-;- h y 7 a. ijcy y y^ h y 
a, enijyith'j^ ^^yyH^y^A. IHI: 

v"7A. *&ft;-??'*>"7A, Kl7^^.j/7 
A, *>fir?* r *S"^ ^K^;l->"7A > *»fcTVl' 

-Y k ttftfl^x*) t^isr^s-^AT'y^-h 

(Sp^ : ^U^-^, ttjBMk*lH) 
ft. £ft&*#»4fcl4ttfflLTJII^S£fc#-C$S 50 



WlffPS-l 94225 

4 

*\ yysg*3tz-thy>7AaW;£U\ 

lt. rsy»ao. oi~ios*s. mmmo. o 

tiiharWttw #«5Itf>3cgflSMI4* SgMffiS 
sh."0>*ifcWW. vy-7h, b^nay 

ryry. 3&?l*A-n-x^c7»$l tpn^^rn 
b'A-te A-n -x^fct^ij, ffifi&K bHo* n t 
/Hs^o-x. ^A^^f-A-x^-f^b-y^A 

^;l/-fe;WD-X^^^i7A^^^pj x ^y/HKfflW- 
h y 7 A, 7 ^ -y 8 0 (^ P a n ^ ) ^£0^ffl^tt5ij; X 

■fry ySs^*>"7A s ^^^^rt^ij^t't^c 
[0004] j: &SMD«i<yx-< s yy->v 

«t *)±fa^)»ffl. **«[^«fcJ: O^-tffiBrtii 

^.yx-^ s ^/-/wRft^cr s y > 5 m<m 
*3&K\rr$m<DT>vjj vt&tmffifflzmmuzbco 

v ^-C"?;^ 5 •< - ( a±; ^ 0, 7 ) tz t D Pte^J 
ffl<^K k -r 4 i t tfX'Z h . 
[0005] £Oi 3 (=L"C»^*ifc3«R. »« 

iStta-r < y-zm^wmth i k t ± oT8i?gf»j 
yr-n-T^y^'ii^tfeg-r^. 7y/-3-f^y 

h Hn^^7"ntr;H:^a-x. *fyb*^fny 
YyWmWkti. T^-a-t-f >^lW4IMfff 

•ff7^->7A. TkK^^-X^A, ^-f^V^-^ 

^7A S ^jjtbHn^;Wh. ^fcRftT/PS-^A. 7 
;^=.-7A/iJ^-f. tKK^7^S-'7A • Ifci&k 
b y *7 A*?Jt» k\ =5: 4>t^ fc&gfcfc tT Mleo 

yymthxte. ^n-7,nf-h7^wh. b 

h'D d f^7°abVl'^^-;Hr^D-X7i!'l'-h N hh'n 
^y^f/Hr/l/a-XT-fef-ht^^-h, ^'J b' 
-^7-feT— h7^I^-b. ^^^v^f-Zl'Xf-yHr 
/KJ-x s ^^-7^ >JA« • 7^ y/UBfcftfi£ft (ISA 



03/08/2003, EAST Version: 1.03.0007 



(4) 



5-1 94225 



[0006] 

mmm] vmz. mmmtsxvmmmzmtfxxm 

S 



Wll 

^r^HOOmg, £-875/181 OOmgfc 
i WBflR! IT* & V yWt&m—l- V U ^ A ( N a t HP 
04 • 12Hz O) 1 00m si 20ml 

[0007 ] 
[*1 3 

l 



m 



T 

J 



(mg) 



Na,HP0« ■ 12H.0 



100 
100 



falTO* '12H a 0 



100 
100 



L-xis*-y ioo 

Na t HP0 4 -12H.0 100 



fVn-fS/> 100 
Na s HP0, -12H.0 100 



L-7x^77-V 100 
Na»HP0< -12H 2 0 100 



100 
100 
100 



NfcHPO* - 12H 2 0 200 

#'j>;:/^M£A2oo 
En «; >bh- mj 200 

SSSBfrf- MJ^A 200 
WW-h'J-JA 200 
iJSfcktft-MJOA 200 
'J^lteK^Z^'J^A 200 

BUtT7*irtJ* 200 



2 5-CX flUgfb 
IB 3B 7B 



3 



6 



3 



3 



6 



KB 



3 



3 



Jllf J |% 



•II 

US? 







m 




m 


m 






tk 


m 


m 


m 




m 




m 


m 
m 


m 



[0008] £^*s», r^ymttzitmrnm^mt 

[0 0 0 9] 5dt«f!l 5850 



W(Na2 HPOi • 1 2H 2 O) JIMUIIO 



03/08/2003, EAST Version: 1.03.0007 



(5) 1 94 22 5 

7 8 
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